DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION
BISTRICT OFFICE ADDRESS AND PRONE NUMBER DATE(S) OF INSPEGTION
9/15/08-10/10/08
1 Montvale Ave Stoneham, MA 02180 781-396-7737 FEi NUMBER
1000305672

NAME AND TITLE CF INDIVIDUAL TG WHOM REFORT 15 1SSUED

TO: Kathleen Retterson, Vice President

FIRM HAME STREET ADDRESS
Genzyme Corporation 500 Soldiers Field Road
CITY. STATE AND Z1P COBE TYPE OF ESTABLISHMENT INSPECTED
Allston, MA 02134 rug Manufacturer

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY, THEY ART INSPECTIONAL
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU MAVE AN OBJECTION REGARDING AN
OBSERVATION, OR HAVE IMPLEMENTED, CR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN CBSERVATION, YOU MAY DISCUSS THE
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) BURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE, IF
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (1) (WE) OBSERVED:

1. Bicoburden is not adeguately wonitored during the purification of Myozyme 2000 i pProcags,

Cexezyme, Fabrazyme and Myczyme 160 L process.
2. Buffers are not adeguately controlled for composition nor monitored for hiobhurden.

3. The batch production record for drug substance is not adequately controlled.
*For example, the production record is printed on green paper and is issued by Qualitcy i
Assurance. Attached to the production record are white manufacturing records.
Operators frequently record the performance of wmanufacturing activicies, test resulcs o
meter readings in the manufacturing records. The manufacturing records are not issued
by Quality Assurance. There is no method to control the production of manufacturing

records or to account for manufacturing records.

4. A. Activities performed during drug substance manufacture are not adequately
documented. For example:

sWhen performance of an activity is optional at a given time point @b”4)

(b} (4) there is frequently no place in the
pateh record to record whether the activity was performed.

*Dated and signed crossing-out of optional activities that are not performed is no:
used consistently in the batch record.

sAdditional activities may be performed during manufacture of some cowmercial batchas

as part of a study. These activities are not always reflected in the barch record.

sData are r=corded in incorrect units.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 41
FOOD AND DRUG ADMINISTRATION

DATE{S) OF INSPECTION
9/15/08-10/10/08

1 Mongvale Ave Stonsham, MA 02180 781-596-77237 FEI HUMBER
. 1000305672

DISTRICT OFFICE ADDRESS AND PHONE NUMBER

NAME AND TITLE OF INDIVIDUAL TG WrlOM REPCORT IS I1ISSUED

To: Kathleen Retterson, Vice President
FiRM NAME
Genzyme Coxporation

STREEY ADDRESS
500 Soldiers Field Road

CITY, STATE AND ZIP CODE TYPE Of ESTABLISHMENT INSPECTED

Allston, MA 02134 Drug Manufacturer

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSEECTIONAL
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY OETERMINATION REGARDING YOUR COMPLIANCE, IF ¥OU HAVE AN QBJECTION REGARDING AN
ORSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE 7O AN OBSERVATION, YOU MAY DISCUSS THE
[ OBIECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF
YOU BAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHCNE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (i) (WE) OBSERVED:

B. Activities performed during:.éi-fi_;g praduct manufacture are nct documented. For i
example :
a, Myozyme (i) _ was filled inteo vials on 9/16/08. The {illing batch record doss

not include the number of vials that were not stoppered by the automated {b){4)

stoppering machine and stoppered manually by operators prior to lyophilizacion, i

b, The forceps used to stopper the vials are not listed in the production record.

5.Activities are performed during drug substance manufacture that are not authorized by Q.
sDuring fermentation of Fabrazyme the'@l“)d . A te £rv to
)& . . Although the adjustments were within the approved range the study was

not appropriately documented.

6. {b)4) ~ studies executed August 2007 during the operational qualificacion of the
HVAC system for £ill suite FF2-16, did not demonstrate the following: '
sCritical aseptic connections
eRoutine functicns of aseptic core operators, for example:
a. manually placing stoppers or reorienting stoppers using forceps for filled vials
b. withdrawing unfilled vials from the £illing line for weight dhecké
¢. redirecting filled vials typically with stoppers on the exit feed wheel
eUnidirectional air flow surrounding the rotary in-feed table
«Opening the 1yophi1iéer.door or the automated double doors, as typically eperated, intc
the aseptic preparation ares and the effects on unidirectional airflow

sActive viable air sampling and the effects on unidirectional airflow
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S} OF INSPECTION
‘ 9/15/08-10/10/08

1 Monrtvale Ave Stoneham, MA 02180 781-596-7737 FEI NUMBER -
L00G305672

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT iS ISSUED

T0: Kathleen Retterson, Vice President

STREET ADDRESS
500 Soldiers Field Road

FIRM NAME
Genzyme Coxporation

CiTY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED

allston, MA 02134
THIS DOGUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECIHIONAL
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE, IF YOU HAVE AN OBJECTION REGARDING AN
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO MPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE
ORJEGTION OR ACTION WITH THE FDA REPRESENTATIVES) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FOA AT THE ADDRESS ABOVE, iF

YOU HAVE ANY QUESTIONS, PLEASE GONTACT FDAAT THE PHONE NUMBER AND ADDRESS ABOVE.

Drug Manufacturer

DURING AN INSPEGTION OF YOUR FIRM (1) (WE) OBSERVED:

The aseptic filling of all drug"‘j?'foduc:s into vials at higher speeds on the b4}

7.
The M4 . _Zilling

£iiling line has not been adeguately gualified for its current use,.
line is currently run ag® {4 per minute for the 20ml vials. The data reporced in

validation studies documents that abowvekb)(4) per minute, the stoppers clog in the

stoppering machine and performance of the machine is affected.

2. The procsdure "“Surface Monitoringib}(4) " QC-019-02, version {)3/11/2008‘doe5 not

A _ o C e (b) (4) .
require personnel exiting the aseptic f£ill suite to; o on the {b) (4
Eb)(j}(__ this procedurexb} (4),-ﬁ.__,_.. S o Additicnally,

personnel monitoring observed on September 16, 2008 exhlbltedi(b) (4 e

{{b) (4)

5. On 9/17/08 rouging was ssen on the outside of the chromatography columni. Internal

surfaces and manual valves on the stainless steel chromatography columns used during

drug

substance purification are not adequately maintained in that they have never been
In Januvary 2008 the facilities chromatcgraphy skid maintenance S0P was updace

maintained.
Performance of this maintenance is dependent on

with instructions for such maintenance.

manufacturing reguesting the maintenance. There is no procedure in manufacturing

instructing them to notify facilities thalt maintenance is needed.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND FHONE NUMBER DATE(S) OF INSPECTION
9/15/08-10G/10/08

1 Montwvale Ave Stoneham, MA 02180 781-596-7737 FE1 NUMBER
. 1000305672

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED

TO: Kathleen Retterson, Vice President
FIRM NAME
Genzyme Corporation

STREET ADDRESS
500 Soldiers Pleld Road

TYPE OF ESTABLISHMENT INSPECTED

CITY, STATE AND ZIP CODE

Al lston, MA 02134 Drug Manufacturer

THIS DOCUMENT LISTS OBSERVATIONS MADE 8Y THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FAGILITY. THEY ARE INSPECTIONAL

OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT .CORRECTIVE ACTION IN RESPONSE TG AN Q8SERVATION, YOU MAY DISCUSS THE
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS (NFORMATION TO FDA AT THE ADDRESS ABOVE. |F

YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (1) (WE) OBSERVED:

10. For the Cryoshippers which are used to transport master cell banks and working ecell

banks between manufacturing facilities:
=The use of these cryoshippers has not been validategd.
*The manual for these shippers lists preventative maintenance steps for both

continuous maintenance and annual maintenance. The firm has not conducted any

maintenance on any of {P}(4)  shippers currently in use.

*The manual for these shippers states that the life expectancy of the shippers is 5

yYears. [b){4) of these shippers have been in use since 2002/2003.

11l. Quality assurance reviewed and approved a final validation report for The Use of Bagged
Sexrum Stoppers in Liquid Fill Finish Processes in the Fill/Finish Area at Aliston Landing,

study (b4} ..., which did not meet the protocol reqguirements.

The firms overall assessment cof the cleaning validation of Myozyme and Fabrazyms for
to determine which product is the most

12.

() . was inadequate as the (o) £4)

difficult to remove was unknown until September 5, 2008.

13. The procedure entitled: Document System and Control, GN-001-01, is used for the review

ana approval of documents. This procedure was not fcllowed in the approval of al

documents.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT QOFFICE ADDRESS AND PHONE NUMBER DATE({S) OF INSPECTION
9/15/08-10/10/08

T81-596-7737 FEI NUMBER

1 Montvale Ave Stoneham, MA §2180
1000305672

a

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORTY IS ISSUED
T0; Kathleen Retterson, Vice President
FIRM HAME

Genzyme Corporation

STREET ADDRESS
500 Soldiers Field Road

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INGPECTED

Allston, MA 02134 Drug Manufacturer

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) CURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL
CBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORREGTIVE ACTION IM RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FOA AT THE ADDRESS ABOVE. |F
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (1} (WE) OBSERVED:

i4. Deviation files are incomplete. For example:
sFor those deviations resulting from operator error, the deviation file did not constain

documentation that the operators were re-trained or counseled as a correccive measure .
eFor deviations where informal investigations were conducted, there was no

documentation of the investigation.

15. Portions of formulating the Fabrazyme Elution Buffer are automated. The formulation

for the Elution buffer was sntered into thelb) )

VB2

consele which is an automated system. Since 1999, the specific gravity for the muffer was
incorrectly entered into the computer program as Ib) 4) The correct specific gravity of
the Fabrazyme BEluticon Buffer islbl() a5 indicated in the current productien record.

16. A. Master production and control records for drug product are deficient in rthar “hey:
*Do not include a description of the drug product containers, closures and packsaging

materials, a specimen or copy of each label and all other labeling, and the signatures

and dates entered by the person or persons responsible for the approval of labeling.
B. Master preduction and control records for drug substance are deficient in chat they:

eDc not include an accurate statement of welght of each component

eDG not include a ztatement of thecoretical vyield including the maximum and minimum

percentages of theoretical yield pevond which investigation is required.

SEE EMPLOYEE(S) SIGNATURE  EMPLOYEE(S) NAME AND TITLE {Prin! or Type) | DATE 1SSUED |
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
9/15/08-10/10/08
1 Montwvale Ave Stoneham, MA 02180 781-596-7737 FEINUMBER
1000303672

NAME AND TITLE OF INDIVIDUAL YO WHOM REPCRT IS ISSUED

TQ: Kathleen Retterson, Vice President

FIRM NAME [STREET ADDRESS
Genzyme Corporation . 500 Soldiers Field Road
CITY, STATE AND 2IP CODE TYPE OF ESTABLISHMENT INSPECTED
Allston, MA 02134 Drug Manufacturer

THIS DOCUMENT LI5TS GBSERVATIONS MADE BY THE FDA REPRESENTATIVE{S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN
OBSERVATION, OR HAVE IMPLEMENTED, CR PLAN TO IMPLEMENT CORRECTWE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE
OBJECTION CR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE iNSPECTION OR SUBMIT THIS INFORMATION 7O FDA AT THE ADDRESS ABOVE. IF
YO HAVE ANY QUESTIONS, PLEASE CONTAGT FOA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AM INSPECTICN OF YOUR FIRM (1) {WE} OBSERVED:

Toedtoa on e u
Depbra Emerson, Investigator Megan Haggerty, Investigator
Kent Ceonforti, Investigator Susan Kirshner, Specialisc
Jack Ragheb, Specialist Marilyn Welghenbach, Assoc. Direcior
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